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Dr Aubyn Marath (Portland, Ore). I want to thank the Associ-
ation for the privilege of discussing this article. Dr Ungerleider re-
grets he cannot be here.
Dr Iwata, I was very pleased and impressed with your coping
with the language problems and also the very nice presentation
of your article. I have 4 questions, 2 of which were Dr Unger-
leider’s. I am going to read them to you.
You demonstrate a mild postsurgical increase in BUN and cre-
atinine values in your models of altered flow that is consistent re-
gardless of the dose of aprotinin and is similar when no aprotininThe Journal of Thoracic and Cis given. Do you have any data from the neonatal animals that
you examined that are exposed to less disturbing strategies of per-
fusion to see whether there is any difference in renal function when
the aprotinin is administered? Also, do you have any normal bypass
control animals, with and without aprotinin, with respect to renal
function?
Dr Iwata. Aprotinin has a high affinity for the renal tissues and
is eliminated from the circulation by glomerular filtration, with re-
sorption by the proximal tubules. Thus a continuous infusion is
required.
We have demonstrated that both creatinine and BUN values in-
crease after surgical intervention on postoperative day 1 under the
stressful conditions of our experiment. The increases were not
influenced by any specific bypass condition or by the aprotinin dos-
ing schedules. However, we do not have data yet regarding the ef-
fect of less stressful bypass conditions with and without aprotinin.
We are presently conducting such studies.
Dr Marath. What are your thoughts about why aprotinin is pro-
tective at mild and moderate levels of neuroinjury? You know, mild
neuroinjury we can accept, but what about severe injury? Specifi-
cally, do you think this relates to an anti—inflammatory mechanism
that is going on?
Dr Iwata. Aprotinin has 3 different neuroprotective effects. As I
presented last year at this meeting, aprotinin directly protects neu-
rons against ischemic insult based on our work with neuronal cell
cultures. Aprotinin also reduces inflammation. We have also dem-
onstrated previously that aprotinin protects against mild cerebro-
vascular insult by improving the cerebral microcirculation with
reduced neutrophil activation.
Dr Marath. In your article, and I think you alluded to it in one
slide, I liked the comment you made in your introduction when you
stated correctly that the adjustment of body weight and blood level
has generally not been monitored. I think this is an important point
in your observations.
One of the questions I wanted to ask was this. I was very im-
pressed with your histologic mapping of the target areas of the
brain. Recognizing that you have to put the pig’s head in formalin
for a week or so, have you done any cerebrovascular assessment of
the piglets? Because in human subjects, as you know, there is quite
marked variation in cerebrovascular anatomy, up to 35%, for in-
stance, in the circle of Willis variations in anatomy.
Dr Iwata. No, we have not specifically studied the cerebrovas-
cular anatomy of the piglet. We believe the ischemic insult of cir-
culatory arrest is a global insult and is not influenced by the
individual piglet anatomy.ardiovascular Surgery c Volume 137, Number 6 1529
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